AMENDMENTS TO THE SPECIFICATION 



PLEASE AMEND THE PARAGRAPH STARTING ON PAGE 8, LINE 16, AS FOLLOWS: 

In an embodiment of this invention, the compounds of general formula I according to 
elaims aspects 8 to 1 1 are used as preferred compounds. In this case, these are known 
compounds that are described in WO 97/267017. Their production can also be found in this WO 
publication. Surprisingly enough, it has been shown that these compounds are also very well 
suited as MRI-contrast media for visualization of thrombi. As quite especially preferred 
compounds, metal complexes MK 2, 3 and 4, as well as MK 8 ? 9, 10 and 1 1 (cf. also Table 1) are 
used. 

Aspect is 8 is the use according to the invention, wherein as perfluoroalkvl-contaimng 

metal complexes, the compounds of general fo rmula I are used 



i n which 

R F is a perfluorinated, strai ght-chain or branched carbon chain with formula -Cn F^E, 

in which 

E represents a terminal fluorine, chlorine br omine., iodine or h ydrogen atom 



R F -L-K 



I 



and n stands for numbers 4-30, 



L 



means a direct bon d, a methylene group, an -NHCQ group, a group 




whereby p means the numbe rs 0 to 10, and q.and u, i n dependently of one 
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another, mean numbers 0 or 1 , and 

R a is a hydrogen atom, a methyl group, a benzyl group, a phenyl 

group, a ~CH?~OH group, a CHiQCH^ group, a -CH7-CO2 H group 
or a C? -C^ chain, which o ptionally is interrupted by 1 to 3 oxygen 
atoms, 1 to 2 >CO groups o r an o ptionally substituted aryl group 
and/or is substituted with 1 to 4 hydroxy! group s, 1 to 2 QizQa 
alkoxy groups, 1 to 2 carboxy groups, or a group -SChH-, 

or is a straight-chain , branched, sa turated or unsaturated Cg-C i o carbon 

chain, which optionally contains 1 to 1 0 oxy gen atoms, 1 to 3 -NR a 
groups, 1 to 2 sulfur atoms, a piperazine, a -CO NR a group, one to six - 
NR a CO groups, an -SO? group, an -NR a -CQ? gro up, 1 to 2 CO groups, a 
grouE 

— 00 — N~T — N(R a ) — S0 2 — R F 

! , or 1 to 2 optionally substituted 

ary Is an d/or is interrupted by these groups and/or is optionally substituted 

with 1 to 3 -OR a groups, 1 to 2 oxo groups, 1 to 2 -NH-CQR a groups, 1 to 
2 -CONHR a groups, 1 to 2 ~(CH?yCO?H groups, 1 to 2 groups -(CH?y 
(0), q -CH2CH 2, -R F , 
whereby 

R a , R F and p and q haye the above-indicated meanings, and 

T me ans a CVCi n chain, which optionally is in terrup ted by 1 to 2 

oxygen atoms or 1 to 2 -NHCQ groups, 
K stands for a complexing agent or metal complex or their salts of organic and/or 

inorg anic bases or amino acids or amino acid amides, specifically for a 

complexin g agent or complex of general formula II 
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/-CO-N 





1 



in which R c ^ R 1 a nd B are independent of one another, and 

R c has the meaning of R a or means -fCH^ m-L-R F fl whereby m is 0, 1 or 2, 

and L and R F have the above-mentioned meaning, 
R\ inde pendently of one another, mean a hydrogen atom or a metal ion 

equivalent of atom ic numbers 22-29, 42-46 or 58-70, 

JB means -OR 1 or 



n; 





or 



whereby R 1 . L, R F and R c have the above-ment ioned meanings, or 



K 



stands for a complexing agent or complex of general formula HI 
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in which R c and R* have the above-mentioned meanings, 

R b has the meaning of R a , 

or 



K stands for a complexing agent or com plex of general formula IV 




in which R has the above-mentioned meaning 



or 



K sta nds for a com plexing agent or complex of general formula V 
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in which R has the above-mentione d meaning, ar id o and q st and for number 0 or 

L and yields the sum o + q = 1, 

or 



K stands for a complexing agent or complex of general formula VI 




in which R 1 has the above-mentioned meaning 
or 



K stands for a complexing agent or complex of general formula VII 
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CVii) 



in which R 1 and B have the above-mentioned meanings 
or 



K stands for a complexing agent or complex of general formula Vlii 




in which R° and R 1 have the above-mentioned mea nings, and R b has the 
above-mentioned meaning of R a 



or 



K stands for a complexing agent o r complex of general formula IX 
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* , , u , OH 
H N J 



in which R c and R 1 have the above-ment ioned meanings, 
or 



K stands for a complexi ng a gent or complex of general formula X 



CI™ i " *t 

^ OH 

M N 

(X) 

in which R c an d R 1 have the above-mentioned meanings, 
or 




K stands for a complexing agent or complex of general formula XI 



*R0 2 C v /— \ y — C0 2 R l 

f 1 (xd 



in which R 1 , p and q have the above-mentioned meaning, and R has the meaning 
ofR a . 
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or 

K stands for a complexing agent or complex of genera l formula XII 



O 



N—Sa 



rM 




(XII) 



in which L , R F and Z 1 have the above-mentioned m ea n ings, 
or 



K stands for a complexing agent or com plex of general formula XIII 



^ CO^ 

N 





^ R 1 

(XIH) 



in which R 1 has the above-mentioned meaning, 



are used. 

As pect 9 is the use according to aspect 8, wherein the compounds of general formula I, in 

which L stands for 
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a-<CH2VP 8*3-15 
a-CM2-0-GH2CH2-p 

a-CH2-NH-CO-CHa-N(CH200OH)-SO2-P 
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«HCH2-NH-CO-CH2-N(C2H5}-S : 02-P 
a-CH2-NH-CO-CH2-N(Ci oH 2 1 )-SOa^ 
a-CH2-NI+C(>-CH2-N(CeHi3)-S02-p 
a-CH2-NH-CO~(CH2)l 0^2H5)"SO2-p 

a-CH2"NH-CO-CM2~N{-CH2-CH2-OH)S02^ 
a-CH2-NHCO-(CH2)lO^-CH2CH2^ . 
a-CH2NHCOCH2-OCH2CH2'P 
<x-CH 2 NHCOCCH2)l 0-O-CH2CH2-P 
a-CH2-C6.H4-0"CH2CH2-P 

a-CH2-O.CH2-C(CH2-OCH2CH2-G S F 1 s)2-CH2-OCH2"CH2-p 
a-CH2-NHCOCH2CH2eON.CH2CH2NHCOCH2M{C2H g )S02CaF 1 7 



a»CH2-0-GH2-CH(OCioH2l)-CHrO-CH2GH2»P 
^CH2NHCO)4~CH20-CH 2 CH2^ 
a-{CH2WHCO)3-CH20-CH2CH2-P 
a-Oi2-OCH2C(CH2 OH )2"GH2-CK5H2CH2-p 



a~CH 2 NHCOCH2H{C©H 5 )-S02-^ 
a<.NHCO"CH 2 -CH2-p 
(X-NHCO-CH2-O-GH2CH2-P 
a-NH-CO-f 

a-NH-CO-CH2"N(CH2GOC+4>S02^ 
a-NH-GO-CH2-N{C2H5)-S02-p 
€trNH-<30-CH2~M(Gi 0H21 >&02>P 
a-NH-GO-GH2-M(C@H 1 %>S02~P 
a-NH-CO-{CH2)i0-^( c 2 H 5)"SO2-!l 
a-NH-GO-CH2-N{-GH2-G6H5}"S02-p 
a-NH-COCH2-N{-CH2^H2-OH)S02-p 
g-NH-GO-GH 2 "P 



CH 2 »CH 2 NHCOCH 2 N(C 2 H g >-S0 2 -p 




C0OH 
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a-N(Ci 0H21 )-802"P 
0t-N(CeHi3)-SO2^ 

a-N(CH2COOH)-S02^ 
a-N(GH2C6H5>-SQ2f 

a-tsKCH(CH20H)CH{GHaOH>]-S02-p 



and in which a repr esents the bindin g site to the complexing agent or metal comp lex K, and (3 
represents the binding site to the fluorine radical, 
are used, 

Aspect 1 0 is the use according to aspects 8 and/or 9, wher ein the compounds of formula I 

in which n in formula -Cn Fs JB stands for numbers 4-15 and/or E i n this formula means a fluorine 
atom are used. 

Aspect 1 1 is the use according to one of aspects 8 to 10, wherein the following 

com pounds are used: 

Gadolinium complex of 10-[1 -methvl"2"Oxo -3-aza"5 -oxo-{4- 

perfluorooctyls ulfonyl-p iperazin-- 1 -yU-pentyl]- 1 A J-tris fcarboxymethylV 1 A J, 1 0- 
tetraazacyclododecane, 

Gadolinium complex of 1 0-[2-hvdr ox y-4-aza-5-oxo-7-oxa" 

10J0JiaiJ2J2J3J3J4J4J5a5J6a6a7J7-h e ptadecafluoroheptadecvl1-- 
K4J"tris(carboxvmethvlVK4,7J0-tetraazacvclododecane, 

Gadolinium complex o f 10- [2-hvdroxy-4-aza-5,9-dioxo-9-(4-perfluorooctyl)- 

piperazin- 1 -yl)-nonyl1- 1 A J-tris(carboxvmethviV 1 A J, 1 O-tetraazaeyclododecane, 

Gadolinium complex of 1 0-12-hydroxy-4-aza"5-oxo-7-aza-7-( perfluorooctyl- 

sulfonylVnonyl]-! A7~tris(carbox y methyl )- 1 A7, 10~tetraazacyclododecane, 
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Gadolinium complex of 10-r2-hydroxy-4 -oxa~l H„ 1 H^2H^3H,3H,5H r SH,6H^6H- 
perfluorotetradecylj- 1 ,4 J-tris(carboxy m ethyl): 1 ,4,7, 1 0-tctraazacyclododccaiic, 
Gadolinium complex of 1 0-f2-hydroxy-4-aza-5-oxo-7-oxa- 
10J0JlJlJ2J2J3J3a4J4a5J5J6J6J7J7J8J8J9J9-henicosafluoro- 
nonadecyil- 1 A7~tris(carboxymethyl>- IAJ J O-tetraazacyclododecane, 
Gadolinium complex of lO-P ^iydroxy^-aza-S-oxo-l 1-aza-l 1- 
(perfluorooctylsulfony ^^ 
tetraazacyclododecane, 

Gadoliniu m comp lex of 10-|"24iydroxy-4-aza-5-oxo-7-aza-7- 
( perfluoro oct ylsulfo nylV 8-pheny 1-octyl]- 1 ^"7"tris(carbpxymethyl)- 1 ,4 J, 1 0- 
tetraaza-cyclododecane. 



PLEASE AMEND THE PARAGRAPH STARTING ON PAGE 8, LINE 22, AS FOLLOWS: 



In another embodiment of this invention, those compounds of general formula la 
according to claims aspects 12 to 21 are used as preferred compounds. These compounds are 
known and are described in WO 99/01 161 . Their use as MRI contrast media for visualization of 
thrombi still had not been described to date. Of these compounds, quite especially preferably 
metal complex MK 12 (cf Table 1) is used. 

Aspect 12 is the use according to the invention, wherein as perfluoroalkyl-containing 

metal complexes, the compounds of general formula la are used 

(la) 

in which 

• A is a molecule part that contains 2 to 6 metal comp lexes, which are bonded 

directly or via a linker to a nitrogen atom of an annular s keleton chain, 
and 



13 



DOCKET NO. SCH-1911 



R F is a perfluorinated, straight-chain or branch ed carb on chain with formula 
E, in which 



represent s a terminal fluorine, chlorine, bromine, iodine or 



hydrogen atom, 

and n stands for numbers 4-30, 



whereby m olecule part A has the following structure; 



? 

V 

K-V-N N-D-X- 



I 

K 



whereby 



q 1 is a number 0. L 2 or 3, 



K stands for a complexing agent or metal com plex or their salts of organic and/or 
inorganic bases or amino acids or amino acid amides, 

X is a direct bond to the perfluoroaikyl group, a phen ylene group or a CxrCio- 
alkylene chain, which optionally contains 1-15 oxygen atoms, 1-5 sulfur atoms. 1- 
10 carbonvl groups. 1-10 fNR d ) groups, 1-2 NR d SO? groups. 1-10 CONR d groups, 
1 piperidine group. 1-3 SO? groups and 1-2 phenylene groups or optionally is 
substituted by 1-3 radicals R F . in which R d stands for a hydrogen atom, a phenyl 
group, benzyl group or a O-Cis alkyl group, which optionally contains 1-2 NHCO 
groups. 1-2 CO groups, or 1-5 oxygen atoms and optionally is substituted by 1-5 
hydroxy, 1-5 methoxy, 1-3 carboxy, or 1-3 R F radicals, 
V is a direct bond or a chain of general formula Ua or Ilia: 
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"a 



R 




9 



KH-N-CH--ON 
i 2 f 



in which 

■ R e is a hydrogen atom, a phenyl group, a benzyl group or a G -Or-alkyl group, 
which optionally is substituted wit h a carbox y group, a methoxy g roup or a 
hydroxy group, 

■ W is a direct bond, a polyglycol ether group w ith u p to S glycol units, or a 
molecule part of general formula IVa 

-CHfR h V (IVa) 

in which R h is a C1 -C7 carboxylic acid, a phenyl group, a benzyl group or a 

-(CH^ M -NH-K group. 

■ a represents the binding to the nitrogen atom of the skeleton chain, ft represents 
the binding to complexing agents or metal complex K, 

■ and in which variables k and m stand for natural numbers between 0 and 1 0, 
and 1 stands for 0 or 1 
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and whereby 

o P is a CO or SO? group , 
are used, 

Aspec t 13 is the use according to aspect 1 2, wherein the com pounds of general for mula la 

in which q is the number 1 are used. 

Aspect 14 is the use according to asp ect 12, wherein the compounds of general formula la 

are used, i n which molecule part. X is an alkylene chain, which contains 1-10 CH? CH? Q groups 
or 1-5 COCHJSfH gr ou ps, a direct bond or one of the following structures 



y binds to D, and 5 binds to R F . 

Aspect 15 is the use according to aspect 12, wherein the compounds of general formula 

la, in which V is a m olecule part with one of the following structures 





whereby 



16 



DOCKET NO, SCH-1911 



? ? 

a-C-CRj-NH-p , o-C-CHg-N-^ 

CH 2 COOH 



a - C-<j}H — NH — P , a- C -CH-NH — £ 
CH a CHCCH S ) 2 



COOH O QHjCOOH 



n COOH p 

ft I I 



oc-OCB-NH-p 



are used. 

Aspect 16 is the use according t o aspect 12. wherein the compounds of general formula 

la. in whic h K re presents a complex of general formula Va. Via, Vila or Villa, 



R 



rV^coor 4 



R 




R 6/ X COOR 4 



(Va) 
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rV^coor 4 



H 

R 4 OOC 



T 

^ N R 

N N* 

OH 

R 6/A, C(X>R 4 



/" N 




COOR* 



N 

^j—COOR 4 
-COOR 4 



"COOR 4 



I — — / 



(Via) 



(Vila) 



are used, 
whereby 



FTOOC- 



R OOC | » 



I 

^GOOW (Vfila) 



R 4 . independently of one another, are a hydrogen atom or a metal ion equivalent 
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of the elements of atomic numbers 23-29, 42-46 or 58-70, 
• R 5 is a hydrogen atom or a straight-chain, branched, saturated or unsaturated Ct- 

C30 alkvl chain, which optiona lly is sub stituted by 1-5 hydroxy, 1-3 carboxv or 1 

phenyl grou p(s) and/or optionally is interrupted by 1-10 oxygen atoms, 1 

phenylene group or 1 phenylenoxy group, 
R 6 is a hydrogen atom, a straight-chain or branched C i-C? alkyl radical a phenyl 

radical or a benzyl radical 

R 7 is a hydrogen atom, a methyl group or ethyl group, which optionally is 
substituted by a hydroxy group or carboxy group, 

• U 3 is a straight-chain, branc hed, saturated or unsaturated Cj~C?o alkylene group 

optionally containing 1-5 imi no grou ps, 1-3 phenylene groups, 1-3 phenylenoxy 
groups, 1-3 phenylenimino groups, 1 -5 amide groups, 1-2 hydrazide g rou ps, 1-5 
carbonyl groups, 1-5 ethylenoxy groups, 1 urea group, 1 thiourea group, 1-2 
carboxyalkylimino groups, 1-2 ester groups, 1-1-0 oxygen atoms, 1-5 sulfur atoms 
and/or 1-5 nitrogen atoms, and/or optionally substituted by 1-5 hydroxy g rou ps, 1- 
2 mercapto groups, 1-5 oxo groups. 1-5 thioxo groups, 1-3 carboxy groups, 1-5 
carboxy alkyl groups, 1-5 ester groups and/or 1-3 amino groups, whereby the 
optionally contained phenylene groups can be substituted by 1-2 carboxy groups, 
1-2 sulfone groups or 1-2 hydroxy groups 

T 1 stands for a -CQ-|3, -NHCO-13 or -NHCS-6 group, whereby P represents the 
bindin g site to V, 

Aspect 17 is the use according to aspect 16, wherein the C r C Walkylene chain that stands 

for U 3 contains the groups -CH7NHCO-. -NHCOCHbCK -NHCOCH^OC^H^ -N(CH?CO?JHrK 
-CH.OCH^ -NHCOCH9 C.H4 -, -NHCSNHCsHa-, -CH?OC fi H 4 -, -CH^CH.O- and/or is 
substituted by the groups -COQH and -CH?COOH. 

Aspect 18 is the use according to aspect 16, wherein U 3 stands for a -CHr% -CH2CH2-, - 

CH z CH z CH r , ~C,H r . ~C.Hm-, -CH,C^. -CH,NHCOCH ? CH(CH9C02H)-C6H4-, 1 
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CH?NHCOCH?OCH? -. or 
-CH?NHCOCH ? CfiH 4- group. 

Aspect 19 is the use according to aspect 12„ wherein the compounds of general formula la 

in which K has one of the following structures: 



I .... H 



N If I N N ^ 

r'ooc / ) A ° , I l I o 



NCOOff 



r— COOR 4 '^COORT 

N COOK 4 X- N^V ? 

k ^^^^ . R ooc / \ IS o 

(l — COOR* I 

x COOR 4 

L-COOR 4 



^COOR 



R<ooc C*-^ oh 



H 



COOR 4 



are used. 

Aspect 20 is the use according to one of aspects 12 to 19, wherein the compounds of 

general formula la in which the perfluoroalkyl chain R F is -C gFn, -CgFj?, rQioEai or ~CpF?,5 are 
used. 
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Aspect 21 is the use according to one of aspects 12 to 20, wherein the gadolinium 

com plex of 1 A7-tris { 1 A ,7-tris(N-( carboxylatomethyl)- 1 0-|N- 1 ~methyl-3 ,6-diaza~2,5,8- 
trioxooctane- 1 ,8~d iyiyi~ i ,4,7,, 1 0-tetraazac y clo dodecane, Gd complex) - 1 0-|"N- 
2H,2H,4H,4H,5H,SH"3"Oxa-perfluorotridecanoyll"L4JJ0 4etraazacyclo is used. 
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